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'Chi 
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for diseases of mammals including 
myelin sheath destruction 



(57) Abstract: MAG expression" promoters 
containing compounds represented by 
general formula (I), optically active 
isomers thereof or pharmaceutically 
acceptable salts of the same, wherein each 
symbol is as defined in the description. 
As an example of the compounds 
represented by the general formula (I), 
4-[ a -hydroxy-5-(l-imidazoyl)-2-methyl- 
beiizyl]-3,5-dimethylbenzoic acid may be 
cited. These MAG expression promoters 
are useful as preventives and/or remedies 
humans mainly presenting myelin hypoplasia and, in its turn, myelin sheath hypoplasia or 




wo 00/71119 Al lilliiililiiliilllllliiilliliin 



(57) mm-. 




(I) 



-liS^ ( I ) r-^^n^^t-^mt tr. 4 - Ca-b Ko + v- 5 - ( 1 --f 
l^V'Jjl) -2 -^^^b-Ov'^L.) -3. 5 -v>t^;l.^m#^;5^'#{f ^>n'&, 
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m m m 
MAG ^mis.Mm 

-5 - ( 1 5 r^/'J 71-) - 2 ^;b^> v^U] -3. S-v^^^U^B^ 

c .h t -r -i) M A G % (3 M-r -5 o 

> io J: t>' P 0 MS ^ ^ U > V - h rBl<7)^li*5 J; a'f^ec: L . = ji U >^ 
SttMfi (J^TMB P .hl^To ) t±5 > V- h tZ)TOKF^J-#^EL' V— b CD 
^^-fbtc^l^-r-l) (Morel I P. et al.. in Basic Neurochemistry. Siegel GJ 
et al. Eds. Ravan Press, p. 1 17-143 (1994) ) „ . i: ^ ^ U > v- h <^ 

T'S)'l> (Quarles RH, Myel in-associated glycoprotein: functional and clini- 
cal aspects, in Neuronal and Glial Proteins: Structure. Function and 
Clinical Application. Marangos PJ et al. Eds. Academic Press. New York, 
p. 295 (1988) ) c 
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100-kDa MAGti. ^ ^ 'J >ff^J5£cDrff^$&B#(c. f tg#l^mT-(i;t U rff 

In vitro dfeC^TM A G ^MMmm^ -ittz-y '7 5 oi 'J 

iii$n'S>£7)(c>[^L (Owens GC et al., J. Cell Biol.. Ill, p. 1171-1182(1990)) . 

MAG(D^m^i&T^-^fziy si.^ >mm-^'itiJ^v yffm^mm^n^ (owens 

GC et al.. Neuron, 7. p. 565-575 (1991) ) » in vivo ^C*^l^TM A G ^ISv> 
m^Lr\.^^ t^Xi^nXi.^^ (Bartsch S. et al.. Brain Res. 762, p. 231-2 

34(1997)) „ —7a. mmtiJLV > i^- h (Dmm^izmmMnt<m^n^ ho:)(D^ 

mmt<U\.^t(Dm^ (Li C. et al. Nature. 369, p. 747-750 (1994) ) h$>So 
Lfzi<'oX^ M AG (!: ymf^t<DmM^lz-:>\,^xit:fB^fJij^.tK^tfz0\.\ 

(D^mi^t^^-t^Ztlz^-^X^ Fyn ^ a -> y Jf--r—if^<r^'\^it^ n (Umemori 
H.et al.. Nature. 367. p. 572-576 (1994) ) . M^^X MB P Miz:T-(Dm^^^^M 
^n^Z t^^m^^ (Umemori H. . J. Neurosci.. 19, p. 1393-1397(1999) ) $n 
X\,^^(D^X^ ^fz-{-^^B^<ht-lZ:^nX\,^^ t^tK^XU^,^, 

ymm^^. v-K^xi,mmmm:^^ttzimm(Dmm^^i^tir^ 

mmiZit^ ^m^mitm. (Multiple sclerosis) . m^k (Encephalitis) . 

^ (Myelitis) . ^'^y-^<i^-mmm. ^i^ikm^mm^^mmnmik. m± 

m^m. 'y-7-r^)r^m. WW^m.mi^Tm.. Charcot-Marie- 
Tooth mt^if:t<^^nx\^^ (^ffl^l]'^. E^l^t^fi. 40. p. 760-766(1996)) , 

m.-^^ttz\.t%mmmn\\.zx^x^mtm^ (S3<:a tE. mt^m. 30. p. 115- 
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120(1998) . BmUm. 55. p. 187-194 (1997) ) ^tXTl^^^^ * 

kGCDW:kij^^'^.tsnx\.^^Z. tt^^t^h (Moller JR. Ann. Neurol.. 22. p. 4 

69-474(1987)) , u kG(D^m.'^{^'M-r ^mmt±.umm(^^m.^m^ ^xf/ii 

-15. ftr^flDS 6 0 - 3 4 9 5 2 ^^fg. if#^BS 6 4 - 7 0 7 4 
3 - 1 6 3 4 8 ^<i>m. 4 - 1 5 7 8 1 4 - 1 5 7 8 2 ^ 

5 - 2 9 0 3 1 ^^fg. 5-41143 ^^fg. 5 - 

7 4 5 8 9-^/^ig{cc±. ?£:^7^j:TXA2 (D^^f^mwi'^m. ik^bmummir^m 
mw.. mmj±. -tfxm> ^^k^6it'o:)^m'p^^m(otzlsb^z^mu^k'J!^^^ 

P,*^f^/7^$nTl^^„ ^/c, W0^ 9 7 / 2 4 3 3 3 ^/^°>7 U -y en 
«^<D{b^4^0 •9*>4 - Ca — tKa + v- S- (l-'f^^'yU^U) - 2- ^^ 
> V ;U3 - 3 . 5 - V ^ ^ /U^B§®?. ^ ro7t^tgt4#:*J J: X/^(Dmm±PF 

L ;{)^ L T^d: 4\ tk'^^ ^ — SiC ( I ) X^M {^-^W M A G cD^^ 

l> I ^ T (iMI1l<7)fF^i3e:^^ * limn(^^m ^^i^t-t^ mBcD^^:his J: t>* 
/ttz ItWimm <h /j: 0 f# M A G ^J^^^M^iJ =^ ^im-f ^ c <h (c ^ „ 

^(7^yt^mi^i^is^u^(Dmm±f^'^^n^i§.m:^m AG (7) mm^UM-r^ zt. 
^.^(c^iu ymfS.T-±. u^^xitmn<^j\m^±ttzitmmco6&m^±i^t-r 
^i^B.(D^mio^zf/tfzi.i^<^mM t Lx^mx^^z. i ^mm LT. \;itiz^. 
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( 1 ) 



^iC ( I ) 




(I) 



R* UT)l^)im. -COOFK -COOR* . -CONR" R' . 
-CHz NR^ R' . -CH2 0Httzii-CH2 OR' ^tf-^o 

R'* *5J;U-'R» (iT/U^/bS^^/TsL. R« *5j;j^R^ (i[Hl-i/c(iM 

Ati-CH (OH) -C ( = 0) -t.fz[t-CH2 -^fr^-t. 
Zti=CH-^A:(i=N-=^/XN-ro ) 

T'^^n^ft^ti. '^(^^^^n.i^^fz\.i^(Dmm±tm^n^m.m (i^r. * 

^^^l^]l^^s.t-r^±tZ ( 1 ) BW.(oy[kG%MUMMo 

m^m.t-t^±.B ( 1 ) isaoM A G^Mii^jo 

(5) -^iC (i) ct3, R' ;&</Nny>|^^^ T;U+/l.«*/-c(±T;l.n + V 
ST-*>g.±ig ( i ) ~ (4 ) l^-rn^N|B®(7)M A G%ii^2Jl^iJ„ 

(6) 4-Ca— tKa + v-5-(l-Y^ iJ'*'/ ^) )l) - 2 - ^ > v 
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m^a'^-^^M A G %li{EMo 
( 7 ) -^5C ( I ) 




R* (iT;U+;u£. -COOH. -COOR= . -CONR'' R' . 
-CH, NR' R' > -CH2 OHtfzit-CHz OR' ^^^-to 

CCT', R' *Jctr/R' t±T;U + ;bS^/TN R' *5J:?^~R' tlln]— t/ctiM 

Ali-CH (OH) -> -C ( = 0) -^fcCi-CHz -$r/X^•r<. 
Zt±=CH-*fcti=N-$-/T^-ro ) 

(3) — (I) 143^ R' ^</^aY yW-T-. T /wS^ /ctiT + v 

ST-*'g>±iB ( 7 ) IBiiC^:^?ic 

( 9 ) 4 - e a - t K n 4- V - 5 - ( 1 - ^ ^ ;U) - 2 - ^ ^^l-'O 

(10) -J^SiC ( I ) 



N 
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R* £iT;b+;bS. - COOH. -COOR^ . -CONR« R' , 
-CHa NR« R' . -CH, OH^/c(i-CH. OR' ^,T^^o 
CCT, R^ *5j;f>'R« (iT;l. + ;bS^ifsL. R* 4oct;t/R' /iti^ 

Afi-CH (OH) -C ( = 0) -tfzlt-CH, -^.x^^o 

(11) ( I ) R' :6</ND^>jfl^, T;l.+ ;bS^/c(iT;U3 + 
vST'*>^±iE (10) IH«0D73?io 

(12) 4 - Ca-t Ka + -> - 5 - (l-^ l^'V^ji) -2-^^)V-< 
- 3. 5 -v>^^;u^S^if. ^(^^^X^'\tW^fzi.t^(Dmm±.tmt 

(13) -ISiC ( I ) 



(I) 



R^ {iT;U+;bS. -COOH. -COOR^ . -CONR* R^ . 
-CHz NR" R^ . -CHe OH^/-c(i-CHz 0R« ^.ts^o 

R'^ ,t5j:t/R« (iT;U + ;l,S^;rsL. R« 4oJ;yR' (^p-^^^j^g 

- 6 - 
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Al±-CH (OH) -C ( = 0) -ttz^t-CU^ -^.f^-To 

•>S-e*-5.±iH (13) iB®<7)7^v4o 

(15) 4 _ Ca-t FD + v-- 5- (1 - ^ ^ ryj;U) - 2 - ^^/U-^ 

(16) ( I ) 



R* {iT;U+;L>S. -COOH. -COOR^ > -CONR^ R^ > 
-CHz NR' R' , - CH2 OHttzU-CHz OR" $•/T^-ro 
c:iT% R^ *5j:t>'R' iir )l^)im^mL^ R" io<^X/R' i.m-^tzi.m 

A(i-CH (OH) -C (=0) -^fc(l-CH. -^^^-To 
Z{i=CH-tfc(i=N-5:/TNl-o ) 




- 7 - 
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(17) ( I ) R' ;6</Nny>|p^^ 7 Jl^ JimttzitT Jlzi^ 
vST-*>S±ie (16) i5®(7)7^?±„ 

(18) 4 - Ca-t + - ( 1 - ^ ^'yu ^1.) - 2 - >^ ^ 

v7xUTcf3^, mXUmm^-fm. ^^'^aK^t4?£^.L<{iCharcot-Marie- 
Tooth J^(^^P^*5j;O^/^/c(i^^0^^^^ 

(19) M kG^M^mn^WM^^^(D~Pi^^ ( I ) 

(D 

itT)l^)im. -COOH. -COOR^ . -CONR* R^ . 
-CH^ NR« R' . -CH3 OH^/c(i-CH. 0R» ^^T^-To 

--T'. R^ t5J:0^R» (iT;U + ;uS$-,T.L. R« 4-5j;?>'R^ 
f'^-oX7mW.^^tzl,±T)V^Jim^^^-rf^^ R« ;ioJ;C/R^ ;:^<$^^LT|^J^^^ 

A{i-CH (OH) -c ( = 0) -ttzit-cn^ -^TT.-r. 

Z(i=CH-^/-c(i=N-^,TN-r„ ) 

(2 0) -^iC ( 1) R' i,<^suYym^. -Tfl^^im^tzitTJlzi^ 

- 8 - 
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vST'^'i.±iH (19) mm(^i^mo 

(2 1) MAG^fliS»J$-Mii-t-^^c7)4 - Ca-t ( 1 



R* ltr)l^^}i^m. -COOH, -COOR' . - CONR* . 
-CHa NR" R' > -CH2 Onttzii-CUz OR' ^tts-T, 

Ali-CH (OH) -C ( = 0) -ttzU-CVU -^^-to 
Z{i=CH-t/ct±=N-^/TN^o ) 

xm^n^it-^!^. ^(Dft^^<^'\^i^tfzu^(7)mm±i'^^^n^mm(Dmmo 

(2 3) — j^iC (1) R' ^<^^aYyW.T. r )Vmi^tzitr )Vzi ^ 
vST'^^±IH (22) IHicCDf^FBo 

_ ( 1 _^ r ^-y ij _ 2 - y ^;U^ > - 3 . 5 - V p< 

^ ^ /c tl ^ IS M± '# ^ n l^M (7) ffi o 

(25) t h ^^tsm%mm(oi^Br'^-ox^ mm(^Bf^^^tfzumm(D 



N, 




R^ isjiV^R' i,tm-ttzi,tm^'^.'oX7\^mMT-ttzli7)i^fvm^7rsi-o 
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( I ) 




l.tT)V^)im. -COOH. -COOR^ . -CONR'' R^ , 
-CH. NR^ R' . -CH2 0H^/c(i-CH2 OR' ^,T^■r„ 

f^-oX7)^mw.T^tzi,±r )i^)vm^fr^-rij-^ R' ^^xfR' ^^^Lrmm-T^ 

Ati-CH (OH) -C ( = 0) -ttzii-CH2 -^^si-. 
ZCl=CH-^/•c(i=N-^,x^^„ ) 

(2 6) -^iCCDnja, R' A<^^^Y-^m'f. TJl^)].mttzlt7;U=i^ 

vSr**,>5±iH (2 5) Bmcommo 
(2 7) ^h^^t;mim!mcDmBx$>'.T. mmo^mf^T-^ttzimmcD 

r^^m. ^mmnmTm. mm'r±mmm-\^mtfzitcharcot-^ane-iooth 



-10- 
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N. 




{trJl^JVm. -COOH. -COOR= . -CONR' R' . 
-CHz NR' R' . -CH2 OHtfzlt-CHz OR' ^/^"^•r„ 

A(±-CH (OH) -C (=0) -^/c{±-CH2 -^mir^ 

T-a $ n it^^ . ^ 00 Tt^^g-ai*^ ^ /c (i ^ (7) E^±i^ ^ $ n ^ ^mo:>\^m . 

(2 9) — (I) R' T/U+;U®tfc(iT/b3* 
vS-r'^'g.±IH (28) IBicCOf^fflo 

71^11^ ^:l^)Itmt&fSTSE. S^'tteM^'ttJE^ /-ctiCharcot-Marie-Tooth 

- ^ ^7*^/ 'J ;i/ ) - 2 - ^ ^ > V ^1^ ] - 3 . 5 - V y ^ /i-^BWM. <^7t 
* /-^ ti CO lSlE±i^# $ n -5 i^^l<7) ffl „ 

(31) ( I ) 




-11- 
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R* (±T;U+;U®. -COOH. -COOR' . -CONR' R' , 
-CH2 NR« R^ . -CH2 OHttz^i-CHz OR' ^Tr.-t. 

R' *5i:{/'R« (iT;b4-;l5=^iFL. R^ *Jj:t/R' (iH-^ fctiM 

A(i-CH (OH) -C ( = 0) -tfzU-CH^ -^^.-t. 
Z(i=CH-^/c(i=N-^7Fl-o ) 

MAG ^MiS.MM. cfc i;^-^|^M A G ^miS.mm ^ M A G ^Ji^SiKcf^ffl Lf#^ 

t^^tzLtmrni-^^-c^^^^ t ^tEmttzmm't'^tsmmm^^-y'r-i;^, 

(3 2) — ^it ( I ) R' ;t)<May >Jfi^, T;U+;US^/c(iT;H3 + 
vSt**^±IH (3 1) i2«cC7)^*e^/s-y 

(33) 4 - fa — - (l-'f^^J''yj;u) - 2- ^^ /U'v: 

>v;i.3 -3. 5 -v-y ^(D^^^<^'\^i^ttzii^(7ymm±tm^ 
ti^i^m^^m-r^MAGmmis.Mm. ^^v^-^muAG mmis.mm ^ m a g ^ 
MumizimLm^t-tfz{tmmi--<^r'^^z t ^mmttzmm^^t^^mmffi 

mm(7)iJ^') >itiz%ti-^mmmit^^ (dm so) mijumcT^^m^^^-rmu 

- 1 2 - 
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^^m(^M AG ^^UMM tit. in witro tfzlt in vivo T'M A G (D^i^^rit 

^^-r'<T(7)J^.m;!)^' 3^^1-1)0 /■c<h;t(±\ ^^t^^ftJE (Multiple sclerosis) . 
Hw^ (Encephalitis) . WH^ (Myelitis) . 4=-' v > - A u -j^fStl. -HHi^tJE 

ttfiSEtiJm^ Charcot-Marie-Tooth ^^IItD^^'Jtf^ 

^mmu^. — iSiC ( I ) *t7)#ia^(7)^gci<5^c7)iio T'S)^o 

R' lzi>(t'l>/^a V>l^^<bt±. J^^I^T. ^^J^?, S'^^J^ 

^y^jv. ^+v;u, 'x^^^u. y^;L/, f-'v/HIA^'^cf -^ti. 

- 1 3 - 
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V. -fvyh^i., mzmrh^y^ m^mrh^i^^ ^y^jv^t^i^^ 
^mmit-^fmu^ mmu 6 o - 3 4 9 5 2 t^^os 64-7074^^ 

3 - 1 6 3 4 8 ^//>|g. 4 - 1 5 7 8 1 -^^fg, ^^^p 4 - 1 

5 7 8 2 5 - 2 9 0 3 1 5-41143 ^{!>m. 

!f#^¥ 5 - 7 4 5 8 9-^^$gic|Bic$nfc7^?4(cJ:r.T-^/3c^^C<!:;6^-T'^-5„ 

$n^„ L^c*<oT. *^B^{[:^!^(i. ^i'j>ffM^^. ui^xammmm 
iswM^Jt. 8^^(43^^ .^y^^jy^^^ mmmmi&Tm. mm'\^Bnmm 

* /iCiCharcot-Marie-Tooth mco^m^ ^V^ / tfzlt^^mM t LTWfflT'^^„ 

0 2 - ( 1 - < ^ r^'J Jl) -a - ( 2 . 4 . 6 - h U ^ ^)Uy^:=.)l) ^ 

@ 2 - ( 1 - Y J ^-yj /U) - 2' . 4 ' . 6* - h U f^/U-O'/Ti y 

> 

- 1 'I - 
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(D 4 - { 1 - -f ^ ^'^/U Jl') -a - (2 . 4 . 6 - b U y ^;U7 

@ 3-i7aa-4-(l-'f'^5''yU^U)-a-(2. 4. e-hUy^;!^ 

7 :iL ^ ;U ) ^ > -b" > ^ ^ / — .'b 
© 3 - ( 1 - ^ ^ -a - ( 2 . 4 . 6 - h U y ^;U7x^;U) 

© 2 -^aa- 5 - ( 1 i rVU 71.) -a- ( 2 . 4. 6 - h U ;^ 

7 i ^ ) ^ > -tr' > ^ y — -'t' 

® 5 - ( 1 -'1' ^ - 2 - > a - ( 2 . 4. e-h'J^-^^U 

7i— ^v-t v^f ^ 7->'l^^'i:l>'^t7) 1 i^^ife 

(D 5-(l-^^^'V'';;U)-2-yh^v-a-(2. 4. e-h'J^^ 
;i/7 i ^ >-tr" > ;^ y — ;u 

@ 5 - ( 1 - ^ ^ )l) - 2 - y ^^u- a - ( 4 - t Ka4^'>y 

2. 6 - ^^U7i— ;U) ^>-tf>y ^ y — ;b 

(g) 2 - ^ a □ - 5 - ( 1 - -Y S ;u ) - a - ( 4 - t K a + -> y ^;U- 

2, 6 - V y ^;i^7 i — 'o-tf > y ^ y — ;b 

(Q) 5 - ( 1 - ^ ^ 9'V 'J ;U) - 2 - y ^^l-- a - ( 4 - y h + vy ^;U- 2 . 
6 -v'y ^-'1^7 yu) ^ >-f > y 5^ y — ;l 

(g) 4 - C a — t K P + V - 5 - ( 1 - )l) - 2 - y ^ ^U'^ > v ^b] 

-3. 5 -vy ^^b^m^M^~J;L>='^(^-:>- ^^iM • l/27K^Ptl 
(g) 4 - C a - t K □ + - 5 - ( 1 - ^ ^ U - 2 - y ^^b-^ > 

-3. 5 - v-y ^^b$m#®fy ^^L- 

(g) 5-(l-^^r^/'J;U)-2. 2' . 6' - hUy^^U-4' -(1- 
^ 5'' V 'J ;u y ^ ^yVy j. y y 

© 4 - Ca — H Ka4->- 5 - ( 1 - -f ^ - 2 - y > 

- 3 . 5 - V y ^ ^l^^m#Mi^ ^L- 

OB) N-y^^i- 4 - c«- 1 Ka^v- 5 - ( 1 --r ^ U - 2 -y 
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® 4 - Ca — t:KD + v- 2- ^na-5 - ( I - ^ I )l) ^>v;l/) 

- 3 . 5 - V y ^ il'^MMm 

(D 4-Ca — bKa + v- 5-(l-^S 5'*V' U ;u) - 2 - / h + v 
-'L'] - 3 . 5 - V ;^ ^ ii^'^MMM 

m (S) - 4- Ca — tKa^->-5 - ( I - ^ I W) Jl) - 2- ^^;U 
-<>v;l.] - 3. 5 - v> (i^^TY- 1 2 8 tW^-t^Cth$)^) 

® 4 - C 5 - ( 1 --r 5 ;u) - 2 ^;U-<>->';L.] - 3 . 

® (S) - 4- [a — tKa4^v-5 - (l--r^ryj;b) - 2- y-?^;b 
^>v;l.]-3. 5 

@ a-[2-(l--i'^ VV 'J )l) t= U V > - 5 - ;U] - 2 . 4 , 6 - h 
U > -If > > ^ y — ;i/ 

Lo^m(* (Mff^^j. m^m. mmm. mmm. m^m. ?um. nmm. mm 

nizmLfzmmx'^i5-t^ztA<x^^o mm^mi^^t. m^mu ^^mi^mm. 
mi^mmt<^tn^ n.m. mMm. ty-tDim. ha-^m. va 
-yy'm. mm. mmm. mm m^. mmmm) . ^^j. qsA^ij. 

mt^mmt-r^m^iz^t. mum^jm^^^n^^ mmmttx^t^ i^sm. ?l 

fc"ngK>, t Ka + v7"a f;U-t;l.D-x. t K □ + -> 7' a t°;U y ^ ;Hr 
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^mLfzmu fitA.im^^. m^gti^i-^^' >^'^^ y ^ n^i^n-y-^ 
':^mi^m\ti-^m^i^it. wmmmm h<7=eD::v?6. t 

t^if^mmLxh^^^o ^^^^^ j^^mmt-t^m^i^it^ Ti^^mpmzit 
mmitm. mmrmm. i^nm. ^mm. ^u-b^'K pum^m. ^m\o^^ 

mmmf&^tfzi.mmmm^i^r}^^-^^^^^^<^^^^^^^^^^ ^^^^^^ 
tzimmmmo^o. i~ i o omm%x^<o. B^cuti-s omm%x$>^o 

^ j^j^^^^tz^ 0 . 0 1 ~ 1 0 Omg/kg?l^t:-$>0. zH^-Uttzim^ 
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Y- 1 2 8 


5 0 . 


0 


Dig 




7 0 . 


5 


mg 


h ^ □ n •> T'- > 7° > 


I 6 . 


0 


mg 




1 5 . 


0 


mg 


t Kd4^ v-7"n t.°/uy ^;u-(z;up — X 


3 . 


0 


mg 




5 . 


0 


mg 




0 . 


5 


mg 



Y-12 8. D--7>~h—)l^ 1^ ^ >'7='">7'>*jJ;t/^M7K^^ h U 

A ^ L . t K □ + V 7- □ pi ^ ;u -t ;u n - X 7mm ^mMLr '^,mmu 
^i^'yj^^m^. ° - ^ u -5c*TMa (mymi'^mm) x^immfz^ i e omg 

M^JM:^fiJ 2 : mm 

Y- 1 2 8 1 0 % 

D-v>^ h-;i. 8 9 _ 5% 

t Ka + v7 □ t.°;Hr;Ua — X 0. 5% 

Y - 1 2 8tD--7>^ h->'U*rM^L. t Ka ^v7°p e/U-fe;UD -xtK^ 

Mlf'iM:^«aj 3 : m\ 

Y - I 2 8 5 0 . 0 mg 

3 0. 0 rag 

h'^:ean>-T-'>7'> 1 9. 0 mg 
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15. 0 mg 



t K a + :> 7° D t° ;b > •^^ ^L- -tr ;U a — X 



1 . 5 mg 



4 . 0 mg 



7.7-7 'J y :f •> ^ A 



0 . 5 mg 



Y-12 8. D--7>^b-;U. h -^^n n vT■'>7°>tiJ:C/^®?7K^•:^ b U 
^ v^A^^iDx.. n-^ ^J-^fjmm mymimm) IMSZ-cO l 2 Omg 

Y - I 2 8 5 % 

D-^>^ b-;l- 9 2 % 

Y- 1 2 8 tD--7y=- b-Jl^m-^L. t Ka + ->7°a [i )l / ^ Jl-iiJVa- 



8 Bt^^lBUi^ -y h (Crj: CD(SD)IGS) 7!)^ '^>Sfef?$:tif th ^{^gimiT-C'Wil^ 
ifg?$Mgn (^:^TDRG<!:l^^) ^Ml±iL/Co D R G ^ST'C 0. 2b%(Dh 

m^mm^mi: l /ct^. yt: u u v > ^ - ^ l /•c7" u - h izmm ( 5 o o o li) ^ 

mat. WiiSfiJcSH? (J^r^TNG F ) (5 0 ns/ni) ^mMLtz i 0%CD 

FCS^ntsOmm. l^mtf^^^^^XimLtz^ igS3 a^^. Ara-C ( 1 um\/ 

vi'? >$fflflacopi^(ir/i[K]— ( Springer- a.- a +l-^'i>X • 
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^t^hh. %wmm.mTX'. , h (^^^1-35^ (Crj: cd(sd)igs) ) 

DNase I T'^Iil-^ d i (C J: 0 . -tt, ±«ffl77X3^ffllN 1 0% 

DRG?$MM)]S^^iS»fff1$^*^^l iirelf^. v ^ 7 >« ( 2 0 . 0 0 0 ^ 

forskolin . 5 0 ng/jngco N G F . 1 0 %CD PCS^^tsDlllEMt Ltz„ M.B . 
7 >^fflfla;5<^SL■r;i^^ ^/^x;^^f^ + +^'t' K (DMSO) izmmLtz^^B^it-B 
m (±IHOY- 1 2 S^-mi^Z-c) (3 /^mol/^) ^ l^^i^^i^^fiS^t:^tJ ^ LT 
TXi3;l,t'>^ C 5 0 g/sifi) $-2-'3B^(3v^ijDL/c„ ^/i. l^t^^^Mft^ 

^^^g«r^^^7i^^ 2MrBm. eidridge C F^cD7^?i(J. Cell Biol. . 105. p. 

1023-1034(1987)) ^:^u>^^feL/c„ -tf^^^. \Wo^>&m:mA^)\^-^ 

0 . 1 %:tX ^ ^ I D#rBm@^ L/-Co Sudan Black B Iftfe^^-eSO^^rsT 

1--<T<7)'^i;K^^>^l^T^4^(±iJ!fe< Iftfe^n/i (|1I2#PS) , ^^mt^^ (Y 
-12 8) ( 3 /imoi/e) T-(l. 1 2 '^iyuct^s ^ ;Kc5'$'Intt X 3 

t:'>iS^-^M^(5(5m$(3$iJi'^;&<.]iB< j^fe-5n/i (S3#Be) „ ±l5l|»J(zj; 
♦3. ^J^D/Jft^il^ (Y- 12 8) (ilil^CD^i.j >'fl:^{Ej;g$-t±/cCi:;i<;|^iJBflL 

- 2 0 - 
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/•Co 

m^mm i [z%z'ALtzi5m:^x ^ d r G?i?Mm.b •> a. ^ >ifflfla?:^^i^SL/-co 

( Y - 1 2 8 ) (U 3. 1 0 ^ /"cJi 3 0 /i mol/ £ ) fe-l) v^til^'ft 
V ;Hgfi^:l- h U ^ A (SDS ) y 7 t -^'^AO L^flS^^^ftb 

/Co 

=&XIS7 ^ ;l'/.±t3t^tliL/-Co 1^1 0 OkDa (DWm{tLmz\k\^-^nfz^^y ¥ ^ ^ 
J^U >MM^^ (MAG) (Diy ^■i-)\ytW\%\^f^o X|g7 A $r X + 

-v.^vrtTM'fi^ci > tr^-5^£cmOiA^, )5ftffV7 h 7 i T ImageQuaNT 
(Molecular Dynamics^iM) ^fflOTM A G(^%JiM?r¥^a tfc, 114(3^(7) 
Xi^7>f ;UA(cj:-i>MAG%^»(7)^^$:/T>-r. ±IH^^f'](3 J: 0 . 

(Y - 1 2 8) ii3 um\/ !i(Dmm^hukG(D^M^mm-^^fz^tm\m 

I (3|ax!iLfc7^?i(3TDRG ^^$fflBa<t v^7>^fla=^^igSt/Co 
B^it-^tl (Y- 1 2 8) (1 O/imol/sifi) ^^l^Ci^tiKPSft^!}^^: LTTXd 
;m'>® ( 5 0 A£ g/mfi) ^^W^-^DMSOi^?^^ 2 S ^(ci^itil(C'« t/Cc 

*iJ;l>T^1^tfetT7&^^3. 6. 9. 12. \^^fz^t\9,B'ik.%m\ltnmr^ 
Ltr. MAG^&SML/'Co lEI 5 Ci^cT^^^^^/TNt-o 

±iBlli^0>JlcJ:O. ^^^Bflft^it^ (Y - 1 2 8) (iV^iP 6 Bl^*5j:l/1 2 
(3@;/<d^(CM AG(^%iS^J§*U$-«^. 1 8 B^^^cMAGc7)%^i«^•?N^t/■c:l<h*^• 
¥^JHBL/■c„ ^^HflfkB-^^U (Y - I 2 8) [z^^\AkGW^(^m^^\ti±^'\&Mm 
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(EAE (Experimental Autoimmune Encephalomyelitis)) 

^~^> h (4 rag/roet^DMycobacteria miRa^sts) <h^?I-^$-y-, ivyUvaV-fb 
^-lir^o PSL/iiv;Uv3 > (0.1 mfi) $r 8 ~12Mi^c7)lIit4Lewis 7 y h <D'^ 

^<^s.miz-mimt^. y - i 2 8 do mg/kg) ^eae mmmm-^-B-® 

0 :=!m^;«:ML l : U <h L/cJ^S 2 : f^S$0j^ 

3 : m^^^X(Dmm 4 : M^c7);|^^, 5 : 

(EAN(ExperimentaI Autoimmune Neuritis) ) 
100 ug comB^y'^h' (^P2mB(D7l 7®iE^iJcD|^53~78(^tg^) ,!:|HiM 
(7)FreundtD^^T > h (0. 5 mg/m£cDMycobacter ium tuberculos i s ^-^tr) 

t^m^:^^^ iv;l.v3 Xt^-ti:^^ li^ L /i ;U v a > (0.1 «£) 
Silg^cDHtS-liLewis 7 y h (Df^fl5(7)S«ic-|Hl?±S^-r ^, Y - 1 2 8 (10 rag/kg) 

^EAN l5l^jl^^7^)^^-B-I^I4 iirEOMPS^i-^o 7-y h^jiE^^:^ 

0 im^mL 1 : ;^*<M§iL/crLM 2 :9'^vtLtzm.m 

3 : jE|S]Mf#(7)^i: 4 : iEmm^(7^m^ 5 : ^p'f4^>^T 

6 : ^k^cDi^JK^mm 7 : M^c^mm 8 : EgKc7);^^^j^?$ 
9 : mW(D:\Xm 10 : ^t: 
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m >H m m 



1 . -^5t ( I ) 




R' (i7i<^J^^, ^Nay>l^^, T;b+;bS* /c(iT;^zI + •>S^^^■r„ 

R^ (ir/b + zbS. -COOH. -COOR= . -CONR' R^ . 
-CH2 NR* R' . -CH2 OHttzii-CHz OR' 

Ait-CH (OH) -C ( = 0) -ttzlt-CHz -^mTo 
Zl.t=CH-tfzU=N-^7fs-t. ) 

^^mmn^i^Ti^. P^tteM^t4^m^/-ccicharcot-Maric-Tooth m^Mm 

5. — /?SSC ( I ) cf^s R' ;:?>VNa V>i^^, T /b + zbg^ 7^z(iT 4^ vST' 
6 . 4 - C a — t Kn + V - 5 - ( I - < ^ ^* V U /U) - 2 - ^/b'^V v/U] 
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7 . -jS5t ( I ) 



ltT)l^)im. -COOH. -COOR= > -CONR* R' . 
-CHa NR" R' . -CH2 OH^fcti-CHz OR* ^^^To 

Ali-CH (OH) -C ( = 0) -^tzlt-CHz -^ffs-t. 
Zli=CH-^/c:ti=N-^^-ro ) 

8, (I) t4^> R' 7:)</^oy>l^T. T;b+;L'»^/-ctiT;b=i + ->a-r' 

1 0 . -HSiC ( I ) 




(I) 




G) 
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R* li7;l^)im. -COOH. -COOR* . -CONR' R' , 
-CH2 NR« R' . -CH2 0H^/i(i-CH2 OR' ^fjk-T, 
;iCT% R' *iJ;a'R« (±T;^ + ;^S<^,T^L. R* is^z/R^ Um-ttzltm 

A(i-CH (OH) -C (=0) -ttzli-CH^ -^^T^-fo 

^rj^/ttzi.t^mi5mo 

12. 4 - Ca-t Kn^v - 5 - ( 1 - ^ 5 _ 2 - p<^;U/sc>o^ 

^l^B(D^mis^z//tfzit'^m:f5-<i:o 
1 3 . -^sC ( I ) 



R' isxz/R' im-ttzim^ji-^XTiimmT-ttziirju^jim^Tr^-ro 

R* Itrjl^^Jim. -COOH. -COOR' . -CONR« R^ , 
-CH^ NR' R^ . -CH2 OHttz^t-CH^ OR' ^^.t^ 




(I) 
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A(±-CH (OH) -C ( = 0) -ttzU-CH, -%,T^^o 
Z^i=CH-^/■c^i=N-=&^^•ro ) 

15. 4- Ca-b Fd::^v- 5 - ( 1 - ^ ^ V'J - 2 - ^/W-^ > v 

1 6 . -^iC ( I ) 




iJ^r/R' lilD-t /client ^T7KmI^^t/cHT;^+;^S?:/x^■r. 
l±T;U^;b«. -COOH. -COOR^ , - C 0 N R " R^ . 
-CUz NR* R' > -CHz OHtfzlt-CHz OR' ^mir^ 

u^xTi^mmi'^tzur )\^^)i^m^^^-r^^. r^ i5j:i/R' ;:)<^^LTi^tif ^ 

A(±-CH (OH) -C ( = 0) -ttz^±-CRz -^ffst. 
Zli=CH-tfzl.i=N-%7i<-ro ) 
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1 8. 4 - Ca-t Kn + v- 5 - ( i - ^ ^ -jr^/ g ;^) _ 2 _ > 

7^ u T^m. mxmmtmTm. mm'\^Bmm^mt> l < (±charcot-Marie-Tooth 
1 9. MAG^mi&MM^mmi-^^cD-^^ en 




R* t,tT)l^Jim. -COOH. -COOR' . -CONR* . 
-CH3 NR* R^ . -CH3 0Httzii-CU2 OR" ^,xsf-„ 

^iIT% R^ *5j;i>'R' iirjl^)im^?r.t. R" isJ;t/R^ {i(gi_^^,(^^ 

A(i-CH (OH) -C ( = 0) -ttzlt-CH. -^Tjki-. 
Z(i=CH-t/i:(i=N-^,T>^c ) 
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2 1. MkG^mi&Mm^mm^^^(^^- Ca-th-a + v-S- ( 1 
li^: * li ^ (7) Em±l^# ^ ^ ^ ^ ^ffl » 

(iT;b4-;u«> -COOH. -COOR^ . -CONR' . 
-CHz NR^ R^ . -CH^ OH^/cli-CH. 0R» ^/X>t-o 

R* *5J;t/R'' liT^u^^i^S^/XNL-. R' *J<fc^>*R' (±Isi-*/wli^ 

A(i-CH (OH) -C ( = 0) -*^cli-CH. -^r.T^-To 
Z{i=CH-tfc{±=N-=Sr/TN-ro ) 

l_^^^-/ij;U) -2->^^L''<>V''l-] -3. ^-V 
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R^ {iT;u+;US. -COOH. -COOR=> . -CONR" R^ . 
-CH2 NR' R^ . -CH3 OH^/cti-CH^ OR' ^tts-T. 
zzr^. R^ *5J:d^r» tiT;^+;^S^,x^L. R« 4oJ;i>'r^ 

A(i-CH (OH) -C ( = 0) -ttzli-CH, -^^.-T. 
Z{i = CH-S/c^i=N-^^^-r„ ) 

2 6. (I) R' *^v^^r>I^^. T;U4-;l.S^/-c{iT;Hi4^'>S 




(I) 
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(iT;b4-;U». -COOH. -COOR^ . -CONR' R^ . 
-CH2 NR'' R' . -CH2 OH^/cli-CHz OR' ^T/Tn^o 
;i3T% R'* *>J:l>'R' (iT /bS$r/Xx R'' 45J;U^R^ im—ttzUm 

AH-CH (OH) -C ( = 0) -t/cli-CHz -^T/T^-To 
Z{i=CH-*^cti=N-?r/TN-ro ) 

2 9. — SSS: (I) R' 5t>^'^^Dy>J!^^> T^lz+^uS^fcliT^m + vS 

^Wmt^iSTlS. ^^-t^e^^ttJE^fcCiCharcot-Marie-Tooth 
f6j^t-r'S.MAG%^{EM^J^iiit1-'i>^^4 - Ca-tiKa + v-5- (1- 
^^r^/U/b) -2-^^;I^'<>v;b] -3. 5 - v;<^/b$mW^. -e<D7t^ 

sii't*: ^ t± (7) 1^ # $ n ^ t^^ ^ ffl c 

3 1 . -Wl^ ( I ) 



R^ i±t;L'+;1'S> -cooh> -coor^ . -conr' r^ . 

-CHa NR' R' . -CH2 0H^/c{i-CH2 OR' ^tf-To 
zzX'^ R* *5j;l/R' (iT;^+;^a?r7f^ t. R* *5j;l>*R' i±|hI— Sfcti^ 
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A{i-CH (OH) -C (=0) -ttzit-CH, -^^.T. 

xm^n^ it^m . ^ <d ^^j^^i^ ttzit^cD mm±^n $n^^^^#wr^ 
MAG mmumm. is ^ w^mM a g ^mumm ^mag ^mumizim tms 

3 3. 4 - Ca-b Kd + v- 5 - ( 1 5 ^yrj;L,) - 2 - ^ ^ )i) 

-3, 5-i^/^)i^MMm. ^(^^^^<^^i^ttzit^(Dmm±im^Hsi^m 
^^^i-^uAG^mi^mm. isj^v^^muAG ^mumm ^mag mmi&M iz 
i^^^'i^^^'^tzimmt-i^x^^zt^BmLtzmm^^t^mm&o^^'y^- 
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V : DMSO, A : 77.n)V}d>M (5 0 /x g/jig) 
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□: Vehicle (DMSO) 

O: Ascorbic acid (50 ng/rafi) 

•: *^B^b^(10 uLm\/&) 
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PCT REQUEST 
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0 


For receiving Office use only 




0-1 


International Application No. 






International Rling Date 




0-3 


Name of receiving Office and "PCT 
International Application" 








0-4 


Form - PCT/RO/101 PCT Request 




0-4-1 


Prepared using 


PCT-EASY Version 2.91 
(updatied 01.01.2001) 


0-5 


Petition 

The undersigned requests that the 
present international application be 
processed according to the Patent 
Cooperation Treaty 




0-6 


Receiving Office (specified by the 
applicant) 


Japanese Pat:ent: Office (RO/JP) 


0-7 


Applicant's or agent* s file reference 


09361 


1 


Title of invention 


MAG EXPRESSION PROMOTERS 


II 


Applicant 




11-1 


This person Is: 


applicant: only 


11-2 


Applicant for 


all designated States except US 


11-4 


Name 


WELFIDE CORPORATION 


11-5 


Address: 


6-9, Hlranomachl 2-chome, Chuo-ku, 

Osaka-shl, Osaka 541-0046 

Japan 


11-6 


State of nationality 


JP 


11-7 


State of residence 


JP 


11-8 


Telephone No. 


06-6201-1908 


11-9 


Facsimile No. 


06-6232-0676 


III-1 


Applicant and/or Inventor 




III-1-1 


This person Is: 


applicant and inventor 


III-1-2 


Applicant for 


US only 


III-1-4 


Name (LAST, First) 


KAWASAKI, Masakazu 


I1I-1-5 


Address: 


55-10, Heian-cho l-chome, Tsurumi-ku, 
Yokohama-Shi, Kanagawa 230-0031 
Japan 


III-1-6 


State of nationality 


JP 


III-1-7 


State of residence 


JP 





w 


0 
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09361 


III-2 


Applicant and/or Inventor 




111-2-1 


This person Is: 


applicant: and lnvent:or 


III-2-2 


Applicant for 


US only 


III-2-4 


Name (LAST. First) 


60T0H, Nobuharu 


111-2-5 


Address: 


c/o Welflde Corpora t:lon. Research 
Laboratories , 

25-1, Shodalohtanl 2-chome, 
Hlraka-ta-shl, Osaka 573-1153 
Japan 


III-2-6 


State of nationality 


JP 


111-2-7 


State of residence 


JP 


III-3 


Applicant and/or Inventor 




111-3-1 


This person Is: 


applicant and Inventor 


III-3-2 


Applicant for 


US only 


III-3-4 


Name (LAST. First) 


HAYASHI, Yoshlharu 


llt-3-5 


Address: 


c/o Welflde Corporation, Research 
Laboratories , 

25-1, Shodalohtanl 2-chome, 
Hlrakata-shl, Osaka 573-1153 
Japan 


ni-3-6 


State of nationality 


JP 


111-3-7 


State of residence 


JP 


III-4 


Applicant and/or inventor 




IIM-I 


This person Is: 


applicant and Inventor 


III-4-2 


Applicant for 


US only 


III-4-4 


Name (LAST, First) 


KAWASAKI, Kazuyukl 


III-4-5 


Address: 


c/o Welflde Corporation, Development 
Laboratories , 

955, Oaza-Kolwal, Yoshltomlmachl , 
Chlkujo-gun, Fukuoka 871-8550 
Japan 


111-4-6 


State of nationality 


JP 


III-4-7 


State of residence 


JP 


IV-1 


Agent or common representative; or 
address for correspondence 






The person Identified below Is 


agent 




hereby/has been appointed to act on 




behalf of the appllcant(8) before the 






competent International Authorities as: 




IV-1-1 


Name (LAST. First) 


TAKASHIMA, Hajlme 


IV-1-2 


Address: 


Yukl Bldg. , 

3-9, Hlranomachl 3-chome, Chuo-ku, 

Osaka-shl, Osaka 541-0046 

Japan 


IV- 1-3 


Telephone No. 


06-6227-1156 


IV-1-4 


Facsimile No. 


06-6227-0260 


IV-1 -5 


e-mail 


takatonygmb . Inf oweb . ne . jp 



PCT REQUEST 
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09361 



Designation of States 



Regional Patent 

(other kinds of protection or treatment. If 
any, are specified between parentheses 
after the deslgnat{on(s) concerned) 



AP: GH GM KE LS MZ SD SL SZ TZ UG ZW 
and any other State which Is a 
Contracting State of the Harare Protocol 
and of the PCT 

EA: AM AZ BY KG KZ MD RU TJ TM and any 
other State which Is a Contracting State 
of the Eurasian Patent Convention and of 
the PCT 

£P: AT BE CH&LI CY DE DK ES FI FR GB GR 
IE IT LU MC NL PT SE and any other State 
which Is a Contracting State of the 
European Patent Convention and of the 
PCT 

OA: BF BJ CF CG CI CM GA GN GW ML MR NE 
SN TD TG and any other State which is a 
member State of OAPI and a Contracting 
State of the PCT 



National Patent 

(other kinds of protection or treatment. If 
any, are specified between parentheses 
after the designation(s) concerned) 



AE AG AL AM AT AU AZ BA BB BG BR BY CA 

CH&LI CN CR CU CZ DE DK DM DZ EE ES FI 

GB GD GE GH GM HR HU ID IL IN IS JP KE 
KG KR KZ LC LK LR LS LT LU LV MA MD MG 

MK MN MW MX MZ NO NZ PL PT RO RU SD SE 

SG SI SK SL TJ TM TR TT TZ UA UG US UZ 

VN YU ZA ZW 



Precautionary Designation Statement 

In addition to the designations made 
under items V-1 . V-2 and V-3..the 
applicant also makes under Rule 4.9(b) 
all designations which would be 
permitted under the PCT except any 
designation(s) of the State(s) indicated 
under item V-6 below. The applicant 
declares that those additional 
designations are subject to confirmation 
and that any designation which Is not 
confirmed before the expiration of 15 
months from the priority date Is to be 
regarded as withdrawn by the applicant 
at the expiration of that time limit. 



Excluslon(s) from precautionary 
designations 



NONE 



Priority claim of earlier national 
application 

Filing date 

Number 
Country 



25 May 1999 (25.05.1999) 

144336/1999 

JP 



International Searching Authority 
Chosen 



■Japanese Patent Office (JPO) (ISA/JP) 
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09361 


VIII 


Check list 


number of sheets 


electronic flle(s) attached 


VIII-1 


Request 


4 


— 


VIII-2 


Description 


23 


— 


VIII-3 


Claims 


9 


— 


Vlll-4 


Abstract 


1 


abs1:09361 . txt 


VIII-5 


Drawings 


3 




VIII-7 


TOTAL. 


40 




Accompanying Kerns 


paper documents) attached 


electronic file(s) attached 


VIII-8 


Fee calculation sheet 






VIIMO 


Copy of general power of attorney 






VIII-16 


PCT-EASY diskette 




dlske-tte 


VIIM8 


Rgure of the drawings which should 
acconnpany the abstract 




VIII-1 9 


Language of filing of the International 
application 


Japanese 


IX-1 


Signature of applicant or agent 






IX-1-1 


Name (LAST. First) 


TAKASHIMA, Hajlme 


(Seal) 


FOR RECEIVING OFFICE USE ONLY 


10-1 


Date of actual receipt of the purported 
International application 




10-2 


Drawings: 






10-2-1 


Received 






10-2-2 


Not received 






10-3 


Corrected date of actual receipt due to 
later but timely received papers or 
drawings completing the purported 
Interraitlonal application 




10-4 


Date of timely receipt of the required 
corrections under PCT Article 11(2) 




10-5 


International Searching Authority 


ISA/JP 


10-6 


Transmittal of search copy delayed 
until search fee Is paid 




FOR INTERNATIONAL BUREAU USE ONLY 


11-1 


Date of receipt of the record copy by 
the international Bureau 





PATENT COOPERATION TREATY 



PCT/J POO/03373 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

TAKASHIMA, Hajime 

Fujimura Yamato Seimei Bldg. 

2-14, Fushimimachi 4-chome, Chuo-ku 

Osaka-Shi, Osaka 541-0044 

JAPON 


Date of mailing (day/month/year) 
06 December 2001 (06.12.01) 


Applicant's or agenf s file reference 

09361 


IMPORTANT NOTIFICATION 


International application Na 
PCT/J POO/03373 


International filing date (day/month/year) 
25 May 2000 (25.05.00) 



Name and Address 


state of Nationality 


State of Residence 


WELFIDE CORPORATION 

6-9, Hiranomachi 2-chome, Chuo-ku 

Osaka-Shi, Osaka 541-0046 

Japan 


JP 


JP 


Telephone No. 
06-6201-1908 




Facsimile No. 






06-6232-0676 






Teleprinter No. 



The following Indications app eared on record concerning: 

I I the inventor | | the agent 



X 



the applicant 



I I the common representative 



2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 

[ I the address | | the nationality [ | the residence 



□ 



the person 



X 



the name 



Name and Address 


state of Nationality 


State of Residence 


MITSUBISHI PHARIVIA CORPORATION 


JP 


JP 


6-9, Hiranomachi 2-chome, Chuo-ku 
Osaka-Shi, Osaka 541-0046 
Japan 


Telephone No. 
06-6201-1908 




Facsimile No. 






06-6232-0676 






Teleprinter No. 



3- Further observations, if necessary: 



4. A copy of this notification has been sent to: 

I X| the receiving Office 

I I the Internationa! Searching Authority 

I I the International Preliminary Examining Authority 



I I the designated Offices concerned 
I X I the elected Offices concerned 
I I other: 



The International Bureau of WlPO 


Authorized officer y^^'^y'^y^'^ 








34, chemin des Colombettes 


^wfe^asr^ 


^^^^^^^^ 


121 1 Geneva 20, Switzerland 






Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 





Form PCT/IB/306 (IVlarch 1994) 



004516331 



PATENT COOPERATION TREATY 



PCT/J POO/03373 I' 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



1 7. m 



TAKASHIMA, Hajime 
Yuki BIdg. 
3-9, Hiranomachi 3-chome, Chuo'-ku; 
Osaka-shi, Osaka 541-0046 
JAPON 



Date of mailing (day/month/year) 
04 July 2000 (04.07.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent* s file reference 
09361 


International application No. 
PCT/J POO/03373 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Nanne(s) of the applicant(s) and State(s) for which they are applicants: 

WELFIDE CORPORATION (for all designated States except US) 

KAWASAKI, Masakazu et al (for US) 

International filing date : 25 May 2000 (25.05.00) ^ 

Priority date(s) claimed : 25 May 1999 (25.05.99) / 

Date of rscslpt of the record copy 
by the International Bureau : 

List of designated Offices 



09 June 2000 (09.06.00) 



AP :GH,GM,KE,LS,MW,MZ,SD,SUSZ,TZ,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IEJT,LU,MaNUPT,SE 
OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,ML,MR,NE,SN,TD,TG 

National :AE,AG,AUAM,AT,AU,AZ,BA,BB,BG,BR,BY,CA,CH,CN,CR,CU,CZ,DE,DK,DM,DZ,EE,ES, 
FI,GB,GD,GE,GH,GM,HR,HU,ID,IL,IN,IS,JP,KE,KG,KR,KZ,LaLK,LR,LS,LT,LU,LV,MA,MD,MG, 
MK,MN,MW,MX,MZ,NO,NZ,PUPT,RO,RU,SD,SE,SG,SI,SK,SUTJ,TM,TR,TT,TZ,UA,UG,US,UZ,VN, 
YU,ZA,ZW 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should innmediately inform the International Bureau. 

In addition, the applicant's attention is drawn to the infomiation contained in the Annex, relating to: 



time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the International Searching Authority. 





The International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22)740.14.35 


Authorized officer: ^"'"""^S^^^^C^ ^^^''^^^ 
Telephone No. (41-22)338.83.38 ^ 



Form PCT/IB/301 (July 1998) 



003389332 



AN 




TO FORM PCT/IB/301 





INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 



The applicant is reminded that the "national phase" nnust be entered before each of the designated Offices indicated in the 
Notification of Receipt of Record Copy (Form PCT/IB/301) by paying national fees and furnishing translations, as prescribed by 
the applicable national laws. 

The time limit for performing these procedural acts is 20 MONTHS from the priority date or, for those designated States 
which the applicant elects in a demand for international preliminary examination or in a later election, 30 MONTHS from the 
priority date, provided that the election is made before the expiration of 19 months from the priority date. Some designated (or 
elected) Offices have fixed time limits which expire even later than 20 or 30 months from the priority date. In other Offices an 
extension of time or grace period, in some cases upon payment of an additional fee, is available. 

In addition to these procedural acts, the applicant may also have to comply with other special requirements applicable in 
certain Offices. It is the applicant's responsibility to ensure that the necessary steps to enter the national phase are taken in a 
timely fashion. Most designated Offices do not issue reminders to applicants in connection with the entry into the national 
phase. 

For detailed information about the procedural acts to be performed to enter the national phase before each designated 
Office, the applicable time limits and possible extensions of time or grace periods, and any other requirements, see the relevant 
Chapters of Volume II of the PCT Applicant's Guide. Information about the requirements for filing a demand for international 
preliminary examination is set out in Chapter IX of Volume I of the PCT Applicant's Guide. 

OR and ES became bound by PCT Chapter II on 7 September 1996 and 6 September 1997, respectively, and may, therefore, 
be elected in a demand or a later election filed on or after 7 September 1996 and 6 September 1997, respectively, regardless of 
the filing date of the international application. (See second paragraph above.) 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has 
the right to file a demand for international preliminary examination. 



This notification lists only specific designations made under Rule 4.9(a) in the request. It is important to check that these 
designations are correct. Errors in designations can be corrected where precautionary designations have been made under 
Rule 4.9(b). The applicant is hereby reminded that any precautionary designations may be confirmed according to Rule 4.9(c) 
before the expiration of 15 months from the priority date. If it is not confirmed, it will automatically be regarded as withdrawn 
by the applicant. There will be no reminder and no invitation. Confirmation of a designation consists of the filing of a notice 
specifying the designated State concerned (with an indication of the kind of protection or treatment desired) and the payment 
of the designation and confirmation fees. Confirmation must reach the receiving Office within the 15-month time limit. 



For applicants who have not yet complied with the requirements regarding priority documents, the following is recalled. 

Where the priority of an eariier national, regional or international application is claimed, the applicant must submit a copy 
of the said eariier application, certified by the authority with which it was filed ("the priority document") to the receiving Office 
(which will transmit it to the International Bureau) or directly to the International Bureau, before the expiration of 16 months from 
the priority date, provided that any such priority document may still be submitted to the International Bureau before that date of 
international publication of the international application, in which case that document will be considered to have been received 
by the International Bureau on the last day of the 16-month time limit (Rule 17.1(a)). 

Where the priority document is issued by the receiving Office, the applicant may, instead of submitting the priority 
document, request the receiving Office to prepare and transmit the priority document to the International Bureau. Such request 
must be made before the expiration of the 1 6-month time limit and may be subjected by the receiving Office to the payment 
of a fee (Rule 17.1(b)). 

If the priority document concerned is not submitted to the International Bureau or if the request to the receiving Office 
to prepare and transmit the priority document has not been made (and the corresponding fee, if any, paid) within the applicable 
time limit indicated under the preceding paragraphs, any designated State may disregard the priority claim, provided that no 
designated Office may disregard the priority claim concerned before giving the applicant an opportunity to furnish the priority 
document within a time limit which is reasonable under the circumstances. 

Where several priorities are claimed, the priority date to be considered for the purposes of computing the 16-month time 
limit is the filing date of the earliest application whose priority is claimed. 



CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 



REOUIREMENTS REGARDING PRIORITY DOCUMENTS 



Form PCT/IB/301 (Annex) (July 1998) 



003389332 



PATENT COOPERATION TREATY 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION CONCERNING 
<\llRMI<>SinN OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

{PCT Administrative Instructions, Section 411) 


Yuki BIdg. \ ... "'' 

3-9, Hiranomachi 3-chome, Chjjp-ku " 

Osaka-Shi, Osaka 541-0046 ^ 

JAPON ^ '^'Jli^y 


Date of mailing (day/month/year) 

13 September 2000 (13.09.00) 




Applicant's or agent's file reference 
09361 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JPOO/03373 


International filing date (day/month/year) 
25 May 2000 (25.05.00) 


International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 
25 May 1999(25.05.99) 


Applica nt 

WELFIDE CORPORATION et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or{b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 

Priority date Priority aoplication No. Country or regional Office Date pf receipt 

or PCT receiving Office of priority document 

25 May 1999(25.05.99) . 11/144336 ^ JP / 04 Aug u 2000 (04.08.00) 





Authorized officer 


The International Bureau of WlPO 




34, chemin des Colombettes 


Somsak Thiphrakesone Jl 


1211 Geneva 20, Swhzerland 


Facsimile No. (41-22) 740.14.35 


Telephone No. (41 -22) 338.83.38 


Form PCT/IB/304 (July 1998) 


003521337 



ATENT COOPERATION TREATY 



wo 00/71119 ^! 
PCT/J POO/03373 



From the INTERNATIONAL BUREAU 



PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



□ate of mailing (day/month/year) 



To: 



TAKASHIMA, Hajime 
Yuki BIdg. 

3-9, Hiranomachi 3-chome, ChuprJ<:u-.^ 
Osaka-Shi, Osaka 541-0046< \ h 
JAPON 



DEC. 1 ]. im 




Applicant's or agenfs file reference 
09361 


IMPORTANT NOTICE 


International application No. 
PCT/J POO/03373 


International filing date (day/month/year) 
25 May 2000 (25.05.00) 


Priority date (day/mo nth/year) 
25 May 1999 (25.05.99) 


Applicant 

WELFIDE CORPORATION et al 



1 . Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AG,AU,DZ,KR,MZ,US 

In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE,AUAM,AP,AT,AZ,BA,BB,BG,BR,BY,CA,CH,CN,CR,CU,CZ,DE,DK,DM,EA,EE,EP,ES,F1,GB,GD, 
GE,GH,GM,HR,HUJDJUIN,IS,JP,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA,MD,MG,MK,MN,MW,MX, 

NO,NZ,OA,PUPT,RO,RU,SD,SE,SG,SI,SK,SUTJ,TM,TRTTTZ,UA,UG,UZ,m . 
The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
30 November 2000 (30.11.00) under No. WO 00/71119 

REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 3D months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 





Authorized officer 




The International Bureau of WlPO 






34, chemin des Colombettes 


J. Zahra 




1211 Geneva 20, Switzerland 






Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 




Form PCT/lB/308 (July 1996) 




3678940 



ATENT COOPERATION TREATY 



PCT/J POO/03373 



From the INTERNATIONAL BUREAU 



PCT 

INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 


TAKASHIMA, Hajime / J'^^, 
YukiBlda 

3-9, Hiranomachi 3-chorr\e^€Hu6^\r' 

Osaka-Shi, Osaka 541-0046^^ 

JAPON i^l/^v>i^MJiJ^i^^ 


Date of mailing (day/month/year) 
11 January 2001 (11.01.01) 




Applicant's or agent's file reference 
09361 


IMPORTANT INFORMATION 


international application No. International filing date (day/month/year) Priority date (day/month/year) 
PCT/J POO/03373 25 May 2000 (25.05.00) 25 May 1 999 (25.05.99) 


Applicant 

WELFIDE CORPORATION et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31 (7), notified each of the following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,MZ,SD,SUSZ,TZ,UG,ZW 

EP :AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IEJT,LU,MC,NUPT,SE 

National :AG,AU,BG,CA,CN,CZ,DE,DZJUJP,KR,IVIN,IViZ,NO,NZ,PURO,RU,SE,SK,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AIVI,AZ,BY,KG,KZ,MD,RU,TJ,TIVI 

OA ;BF,BJ,CF,CG,CI,CM,GA,GN,GW,MUIViR,NE,SN,TD,TG 

National :AE,AUAM,AT,AZ,BA,BB,BR,BY,CH,CR,CU,DK,DM,EE,ES,FI,GB,GD,GE,GH, 
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translation of the international application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
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applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 
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